Document made available under the 
Patent Cooperation Treaty (PCT) 



International application number: PCT/JP04/0 18649 

International filing date: 14 December 2004 (14.12.2004) 



Document type: Certified copy of priority document 

Document details: Country/Office: JP 

Number: 2003 -4 1 6942 

Filing date: 15 December 2003 (15.12.2003) 



Date of receipt at the International Bureau: 10 February 2005 (10.02.2005) 



Remark: Priority document submitted or transmitted to the International Bureau in 

compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propriete Intellectuelle (OMPI) - Geneve, Suisse 



PCT/JP2004/018643 



# Jr 



JAPAN PATENT OFFICE 



16.12.2004 



S $ II |W| — -e $ £ £ t Sr HE m "t & o 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m & n b 

Date of Application: 



2003^12J!15B 



Application Number: 
[ST. 10/C] : 



#11 2003-416942 
[JP2003-416942] 



m B A 

Applicant(s): 




' V 




2005^ 1^270 





ft it 
Commissioner, 
Japan Patent Office 






ffiRE*^ tiJ8E# 2005-3003403 



#11 2003-416942 



^ — v : 



1/E 



i&mx&mm 



P-B1476 
A61K 7/00 . 




^)lim«T{Tp«E5 6 0 W *° 

000001085 
000113470 



[ftSA] 

[#a±] 




l fc-fta A] 



100100549 



100090516 



[Sft L fcftitA] 





100089244 



192372 
21,000R 

0Jlffl» 1 
1 



1 



2005-3003403 



fM 2003-416942 



•/x — v 



1/ 



[it *s 1 1 

Tia— JK^C (1) t-ft^tL^^TO^VXii^O^t. 4 - n 



0R5 



OR 6 



R1O 



R z O 




OR 3 



-«5fc ( 1 ) 



(5£fU Ru R2 ^ Rs, R4> Rs R&Re te^ft^W&S.i'ft^K^Xtefik^Wt. 1 

[If 3£® 2 ] 

— ^ (1) T^^tL^<^%^\ 5, 7-2>fc Kn*->- 3, 6-y7 ( 
5-t f^V7x-;V) — 4H — 1 -^y V"t:7 > - 4 - t 5, 7 

-ytKn^y-3, 6, 8-MM>3^>-2- (3, 4, 5-h'JtKn*'>7x = 
;v) -4H-l-^ , / , /lf5 , /-4-t>, 3, 5 -v^ h ^y- 6 , 7-v^h d r~>- 
2- (5-xh*i/-4->K*>7x^) -4H- 1 -^>V*t?9>- 4 -sJ-V&c^ 
5, 6-ytFn^y-3, 7-v^l^>-2- (5-kFn^y-2, 4-v^h^r 

- 4 H- 1 -^>7t'7> - 4 ^kSWrft* ltXfi 2W>\±.~mbZ> 

1 t|BftO&Jff^ffl5Wo 
[It^il 3 ] 

— «t5S: (1) ^SftMh^&tf/Xli^&^iS^ ^^3^J77l (Achi 
Ilea sp.) Xte^fH'^OW^M (Centaurea sp.) c^*t% o ^ "t? & & i fc 

[If 4 ] 

+ ^#7n^ijy7l (Achillea sp.) <7)ffi%#\ T4*9*A (Achillea ageratum) „ 
*-f-f7^7 (Achillea cart ilaginea) . ^v^f^i-^- (Achillea clavenae) „ 3r 
;^yn^ijy7 (Achillea filipendula) „ 5^7t'J7A (Achi 1 lea mi 1 lefol ium) 
, 7^-7" (Achillea nana) „ ~7 ? - 5 # (Achillea ptarmica) JtOft^/a^jy) (Ac 
hillea tomentosa) jfck&jftu * ? Pr*? )W *r t?M (Centaurea 
sp.) (DUtyBiW (Centaurea cyanus) ^ t Mtt^> lf*5H3t 

[» *a 5 1 
m^m 6 ] 

— «sft (1) ^mzft&4k&®R'O t /Xte ; t<o&.<?'£%*-fi s o. 0 3 5ii%^±-e*^ 

m^m 7 ] 
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[W^*I 9 ] 
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[0 0 0 1 ] 
[0 0 0 2] 

M) 0 L tf» L & t&* n 9>f h — >^ktt^^>*E^i±#H^tLTv^ too, -!-cot#^a 
/Co i<0fil&3tt**ai-rsfci6teW\ aSCCti&v^ ML tt * 9 - y jg£ *P«fl«F* t . ft 

[0 0 0 3] 
[0 0 0 4] 

— ftBB— iBcS (1) "C^^tLS-fb^O— OT^S, -fe^^Wyy (centaure 
idin) ii. •b^3^;3^'JV^O, n^r'J V ^JRO*Wtcfll^JI^3fr$ tL* 

K8#M) o 
[0 0 0 5] 

^tt^^HfUtt, 2 0 0 1#3|3ia 

1 1 mm 2003-312714 

l&WFXIR 2 ] m& 2000-502359 -t<2r$R 

[#I^K3 ] #W¥ 08-486201 

[#It»4 ] #H¥ 08-104646 

[#^g^ 5 ] #W¥ 1 1 - 3 4 9 4 3 5 

[#^m6 ] #P§ 2001-316214 -f-<2r# 

[#1TOR 7 ] mm 2003-113027 -^<2rHi 
[#If » 8 ] 2003-81807 

[0 0 0 6] 
[0 0 0 7] 
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2/ 



[0 0 0 8] 

(1) TIS-^ (1) -CftStLSfl^W (&~r\ (A) fc^Kt^^) 

[0 0 0 9] 
lit 1 1 



OR 5 



OR 6 



R«0 



R 2 0 




— JKS: ( i ) 



[0010] 

Ri . R2 . Rs . R4 
~4i©7;V J rJVS^SL, R 7 



Sr^o ) 

(2) it&m (A) ^\ 5, 7-ytKn^rv-3, 6-v^h^^-2- 
*'>-4-^h^>7x^) -4H-l-^> > /H , 7>-4-t , A 5, 7-yKFn 
3r~>-3, 6, 8 - h V * h^rv - 2 - (3, 4, 5 - h Kn^7x-)l/) -4H 
- l -^>y*fc? 9 ^- 4 -t'A 3, 5-v^h^v-6, (5- 
xf^y-4-^f^-y7x-^) -4H-l-^>^?>-4-*>X0 t 5, 6-v 
KKn*'>-3, 7 - V* f^fy- 2 - (5 -is Ku^rv- 2 , 4-^h^7x-fl/ 
) _ 4 H _ x -**y-/\£? y- 4 - ^- >*»fea»f 1 ®3Ui 2W&±rtib2> (D CIS 

(3) ft&m (A) SffyXlifCloeS^ ^^ya+lV^I (Achillea sp. ) 
XJi^^-Y^W^Jg (Centaurea sp. ) ©IS^©^ *-C&£ C fc ^#^^1"^. 

(i) (2) j=ia«io&jt^ffl*!io 

(4) *^t7 3^'JV7I (Achillea sp.) C9tt%7J s > T$*7*A (Achillea ageratu 
m) > A-f-f7^7 (Achillea cart ilaginea) . ?y?fz-1r3L (Achillea clavenae 

) , W^^J7 7 (Achillea filipendul a) , ^7t'J7A (Achillea mi lief o 
Hum) > j-i- (Achillea nana) , 7^-^# (Achillea ptarmica) RTF is J J 3 y 
* (Achillea tomentosa) ^£>jl&;£tL> ^■^fl"V^*^^ r ^JR (Centaurea sp.) ©*fi% 
ifi*? IT a? 9 (Centaurea cyanus) "Cab* C > (3) ^ffitt^&Jt^ffl 

(5) (A) ^.Cf/Xfi-e-^^^M^O . lmMm±-Cab^d^^#itti-S, 

(i) ~ (4) <Dmfi>frKtiM<o&Mtt>mWo 

(6) 4k&® (A) S.^VXii^-coilO^S^O . 0 3 5Si%JSl± , P*4iJ:^t 
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t-f&, (i) ~ (4) <Dmtifr\,~%m.<D&m$\-mno 

(7) 4 - a - 7'f il/ V y y - ^l^/Xli-e^SO^tl^ 0. 0 5-5 11% 

t^^iiMfct^, (i) ~ (6) <DffitifrKmwL<vgiMnmMo 

(8) §iM*£*4-c&& - £ (l) ~ (7) <DtotifrKtiM<D&MftmM 

°(9) 9^ f-^mnt^^i^tiht^, (8) Kmmo&mnmMo 

[0011] 
[0012] 

**M©ifeJt^M5Wt±. ffr&W (A) RO'/Xii^^JfiSr'&^frSo (1) 
v^T, Ri, R 2 > Rs „ R 4 , Rs RVRj t±. ^fi^ft^yL^mW^JLUT^^^ 

15U£S\ :x.f-;v^ 7'ntf;H, 1 f;vxf jvg, n-7f;H, i - ^ 

f jv/n t? 2-^f)V7°ni; l , 1 - f - ;v j. f - ;v*^7WSt K-fflyFT § 

R 7 > R 8 M 9 tt^tt^h^teftK**]*^ 7]cm^X(iT^^;v^^v*^^-fo fu 
3^>^ 1 f-^^n if;v^-^r->^ > 2 -f-;V7°n tf/i/sj-^f vi, 1, l-v^^;v 

[0 0 13] 

_LlfiC0«=&<b^# (A) Outfit LTtt, m*.li. -k>^V^y> (5, 

6-v^h^v-2- ( 5 - ti Fu*Z/- 4 h ^y7x-;v) -4H 
-l-^yy'E"7>-4-t>oaT, Pffc#W 1 J fc^d) . 5, + 
3, 6, 8->'J^ f^y-2- (3, A, 5-hnKn*y7x = A/) -4H — 1- 
^>V"H°9>-4-^> (JSIT\ PffrfrW2j fcv^) . 3, 5-yxf^y-6 7- 
v^b^rv-2- (5-xf^y-4-^ f^y7x^;V) -4H-l-^> , /^7>- 
4-*> (IT, Rfc^3j , j£Wi, 5, 6-yHFn^y-3, 7-v^ 

Y*ci/-2- (5-tKn^ry-2, 4-^f*y7x-^) - 4 H - 1 > Vtf y 

2l£l±tffi^WtfMLt^ ttzft&ys (A) cDi^hLTii, t>V 

0 -7 Adfi^T^* U&JRrfi. *^yvAl, 7ny7AiSf^7JV*'J± 

> ilSl. v >ttu r )v y ffi^o&afete 7</ Mtff iKH^Uo 

(A) Rtf-t^li, ^ 5^ K07*> F?>f hO#S*WHW"t*ft^l**U, ***** 
[0 0 14] 

Uv^o C: CO <£ 7 t^WMO £ LT ti N ^7^/3^ijV^I (Achillea sp. ) ^M-f^Wk 
. ^spHr^-v^JPS (Centaurea sp.) fcJR-T&teWjWtf&tL&o ffc^-* (A) & 
Tf/yA±*<D&<D&&\~m^Zftmt. LTJ±, i%^ff-e*oT4J:<, (A) 
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[0015] 

#fffSL<«^i4. Stto«v>»»Ji:Uli, v^;vx.- <fv^n^x 
_^- ;K > 7H Foy ^y^cD^-ryvS^ 114!^^v^ ^nnWA4^ny 

j/^*- h r-fe h U^«5- h Vfrm, 1. 3-7*>S>:*->K 

[0016] 

itria^^^^ yyJg<0*%£ LTii, T^7^A (Achillea ageratum 

) ^ #-tM y^*7 (Achillea cart ilaginea) , tv^^x- (Achillea clavenae) 

a^ 1 ; Vt? (Achillea filipendul a) , 5Wt'J^A (Achillea mi lief oli 
im) . f-f" (Achillea nana) , y°?-2;# (Achillea ptarmica) , fc^ya^fUV? ( 
Achi 1 lea tomentosa) ^F*q?i" & ^> -tLtb <7)#tL > * * V >f v > *r*4>*## L 

y * l ~ 2 0Si%tft^ xa f^^i^t^-W s tlSo 

[0 0 17] s 

<k^-%2, 3 , im»4 jiov^trii, j£?Jf«!/^ *^3?'Jv9iro 

[0018] 

i3V>-c, 0. 1 mMWI^^ i ^ 4f imtS i L < , I L < (± 0 

5mMftm^o SfcWU (A) XOVOltt*^^*?* LV^«ti. 

^JlgiJ^KMLT, iftitN 0. 0 3 5«*%J^±t?*«3, 0. 0 5lf%lU^Si: 

< 5«%JeJLTT***o -tUi^fe (A) WZ<Dt&(D^ J MLifi&t£-mZ> t$h%:* 
■2) o 

[0 0 19] 

(JRjiW 1 ~ 5 ) 

^i \z%zi- * ? ft s a^PV v ?jRtf>:|fcW©ifc±JB^I&l*W 1 okg**ffl#JU ^^y-;v 
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o jL3rX*p(D^>? V W HPLC ( * 7 A : O D S , f ^Miftf S^^f 

*L i#M : 3 I 2 2 0 n m) 

[0 0 2 0] 







^ ©ifx^ 
(%) 


(SC*%) 


l 


T ^ =7 9 A 


9 . 7 


13. 1 


2 




5 . 3 


7 . 9 


3 


5: ^ ^- y ^ a 


8 . 5 


14. 4 


4 




5 . 9 


9 . 2 


5 




7 . 3 


7 . 6 



[0 0 2 1 ] 

6 ) 

tt&H 3 -C#^t^^5 1/7 * V 1 g *, v'J *^>*7A^nv ^*77 

^_ : yn-^ (smir) c-i o o cs#) > %%uwfc£&ft.^ i#m 

: ^nn*w : * ? ;-)v= i o o : o'— 9 o : l o) -elcffltLt, ■kv**? 

V^y>4 3mgt#/:o $£W^O-fe V 9 -7 W ^>©W3feXtf5fe*»±, HMffll 1 ~ 5 
H^lt* HPLC tCi-l>Sifc|WJ#^ LTff o/; 0 
[0 0 2 2] 
(ftiSW 7 ) 

^jt^fl 1 £|WJ>HI^ ^r^fi|--Y^;V-7^^M<75- ;, r^';v-7^^ (Centaurea cyanus) CDiife± 
«B<Z>f£**fel 0Kg*#W-BJL> x^y-jV5 0L^fli-C^ 3 B^r^Jn^^t L-7£ 0 

•^/uffl&i: *K «JE*N&Lfco &«ESr>*cfc:#tfc3-*;fcflL HP-2 0t^*Lfc*7Ae 
^7 4- (y#U5y#S^ nn*;vA : ^ ^y-;v = l 00 : 0^90 : 10) "C3SK*MKL 

2*7 lmg, 3*10. 6 m g , RWt&yo 4*59. 1 m g#7fc 0 

^ffi&*<£#ft^fe<PEl5£;K.a f 5£i»:i> HWtfl 1 ~ 5 K&lf&HP L C K ± *3fe*fcR» 

[0 0 2 3] 

IB^t^t 1 #1) o 

[0 0 2 4] 

4_ n _ 7 -f j Wv>y;-jV(i > Ht&KfeoXWUk-t&Z. t^l, fllxtf, Lille, 
J • Bitter L. A.; Peiner, V. Trudy-Nauchono-Issledovatel' skii Institut Slants 
ev (1969), No. 18, 127-34fc»*S tLT^fe^o XMMir %> t § So BP*,. 

l/y'jl/yVtn-7'f)>7J^-;V^2 0 0 - 4 0 0 0 C<7)SiaTtrli^-$ ^:^> Tjfe^M 
[0 0 2 5] 

C <£> J: r> K L T # & ttfc 4 - n - 7+ V VOI/ ~> ^ - ^ > ffi^ coH^'&lk^-^ KiS 
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*;v>")AS, v^'>f A^<7>t;v# V±?K^JR^ T>^^^Aig. b'Jx^ 

[0 0 2 6] 
[0 0 2 7] 

&MftMW£MKtt lx * »*-e, o. o 5 ~ 5 5t*%^*s £ t^ffl L < , o. i~ 

[0 0 2 8] 

*l&W<o&j»^ffljWi±, (a) svyxiifos^ 4 - n--/-f-;v 

;K 5'J^f;v7;v3-JK •bh^r7 , J^7;v3-^f»iSS7;i/3-^l> ^fvt^ 

•fcU>\ h V - 2 - xf;^^t>ih 'J ^ ^ L n-;V7 p n/N°> > f'H7^f7V>S> 
i; ^( ^-n — j\/~yxi s^y ^ t \ 9- 2 -^f-;v^^-9->^^> ^ yx-y > y ? h^co^-^jc 

>s 7 5;Stt#'Jyn^t , A *° V ^-x;v^14* 01 ; yn^rty, T;v^r;vggft^ y *> 
7,f7'j ;v > y ^ ^;vr> j e- r > a. illf^y^f ^^-7 a, 7>7V;v75 y^-^-9--f K 

y*ij A t Kn^ff>f K- 1 -A^/##yxf n^f-y 2 t f 'J 9 Attf ) > 

^ y >^oMtt#mSt4^JSM> v ;v tr * y igJM^ t ( v ^ tr ^ > •=& ^ ^ r- r v - 

ffiiE# 2005-3003403 
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^ijt^fxfv>y^W^) „ POEVJUfy FliSxxfiVi (POE-v;vtf 

•;K;7^-ff) , POE^y-bv ^jsira^^x^n (POE-^'J^r/^y 

„ POEy^f7V-H) . POETJ^iVi-fJl'i (POE2-t^fiVKfyiV 
jx.--r;V^) N POE7H/l'7x-A'X-f^i (P O E 7 — ;V7 xx;kx-r;Vf) 
„ 7°Jl/nx-y^ig x P 0 E • P O P TJ^^Vx-f ^1 (P O E • P O P 2 - f y;Vt 
h^fy^x-T^f) , ffnx-^i, p O E tvyifi • ^>?ftf§S# (PO 

y^'j-tr/, ^yyvy^'J^-^ i, 2-^>ryy't-JK 2-^;v- 
2, 4 y v^-;k i, 2 - ^ -9- >- v - ;K l, 2 —^-79 yv^r~)V^ i 

, 2 ^ >i^-;l^O#-fffiT;VX7-;v|S N 

sj*y ^ ^ ^ y n-f ^tdryx h ^ry/*X* >J ;V 3 y ^° 'J ^y xr ->;v^ F^y^^^ 

iJWf, *° 'J ^' JV ^ y ^x f y ^ ^ ^ 'J V - f , ^°'J ^ ^ ^ V JV'J y yf *° 

VT^'J ;HXtt*°'J 9 9 y )VM*^fct L, ffltt&cSS7M4*£SAL7^*°'; -r-3Ui 

sfTJf^, ? 4 y^is- Y\ ZJ^-l-y, jf7??>, T7tfT^fA> ^y-^>\ 
-tr;vn-x, ^;v^"^r ^ f;vt Fn^f v"7°n t±;v-fe;i/n -.x, x? > 

Kn^f vik, f>-7^>m ?v=<-ry, tr^nvn, nr;v 

t Kndrvxf jV7*7*"A, )i> 7 T if & , T ,J r^F7>, -S^MtS^ a 

7x7^yx^7- (7) „ 

^W£3M£tL-cv>-c& Hv^ -7^77, ^;Vy". JjirVy, ^J&mMs R^^v^A 



£&:ffi£*i/rv>-cfc.fev^ ^>7T9. StBHbUu sgHbfc, if, 

a, 

W^Hfc£tLTV>T ! &&V^fe 2 0 2f, fjrfe 2 2 8f, 2 2 6f, Stfe 4 if 
fe4 0 4f, ^fe 5 ^fe 5 0 5f> 2 3 0f, aN& 2 2 3f, ®fe 201f, * 
fe2 13t, ffe2 0 4f, ffe2 0 3f, Wfe 1 ^ fife 2 0 H§\ Ife201f, * 
fe2 0 4 ^<£>*$Sfe3»«> 

^'Jxf i/y*, #y ,* y >vaM?-;K t^nvft*, 5f ;v if J tf y n 3r -9- > 
7 7,K-f©fim ^ I 7 7^$if^llMfWJ> 7yFyx;«M 

MTOk t'Jf««l«> ft^m^^«WJ. ^>y7x7y^tM 
i&Wk 2- (2' -KFn^y-5' - t - t7f JV7xxjV)^y y> y tv^jv, 
4 - ^ h v - 4 ' - t-7*f;vy^y VM 9 >^<^^I-«WJS1. 
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fc J: 13 Sirta i &-? § & o 

[0 0 2 9 ] 
[0 0 3 0] 

otv^, smKMsHzmBftm (^^v-yp^m) tv^§t©fc»"e*a 0 

[0 0 3 1 ] 

'fVT'V'/^'Ja-K 1, 2-^>*>'y:* — >K 2-^fiV-2, 4-^>^>v ? * 

-;K 1, 2 -A^tv^t- >K 1, 2-^-f^yV^r~)V, 1, 2-^-^^>y^-- 

-K #U * 99 V ;wj 'J 7 ^ 'J JVfX(± V ^ ^ ^ 'J JVfl:i# J: L 

[ 0 0 3 2 ] 

j£§&mfc&\,*X r^"fittJ iitix #&&0#uBt£ (antimicrobial) t (bacteri 
ostaticXSifungistatic) 4: -S^L lj , M^ffi ^^1"^ #N 3U±»%?> 

4t^lflix.4^ffl^fts#ffi7;v3-;ni> *f&Wt*v^ T^WttJ x$>& 0 

9 y v^--;v, -f V7 0 isy9~V 2-^;v-2, 4 * > yt-;v> 1, 2 

;V3-;VOMltLttt, M^iMi^Lt, glt\ 1-10 f i% L 

b-> 9^]^%t> Z> £ t ^-e § £ o 
[0 0 3 3] 

v * t •* a t <o ii<> tffia^7jctt* fc ttii, 7?y m^s 
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^iiMi:MLt, lt*T\ 0. 0 1 ~ 5Jt*%-e**o 5&vd»SJ£5H;J\ SISI©^ 

[HMM1 
[0 0 3 4] 

[0 0 3 5] 
[0 0 3 6 ] 

(J&ife) *«Si#ttl (Medium 154S) fcTSB©Sft**«Sn Lfc % <£>o 

(t£H) ii^i^WJ : ^vITl«ffiI (BPE) (Jgtffil 0.4% v/v) , -7v 
MJflLVt (FBS) (^flfc^O^j&MK 0.5% v/v) . t h^x.Mm*'ttHil^fflM?lH 
T- (rFGF-B) (J§»*©*»aiJR 3 ng/ml) , Kna-f'/> (Iglb* OM&WkSt 0 
.18 ^g/ml) % jyxV> (J&«l*0*»aiJR 5 ^g/ml) , h5^7x'J> 

MS 5 // g/ml) > *;v^-;V 1 1 (PMA) ( 

*g%L$i (DM&WkBE 10 ng/ml) „ ^/<U > 3 ^g/ml) , PSA$§i£ 

- v U >*S:50, 000 Unit/ml, ^H'^fv^f >ifcfl?50 ^ g/mh 7 , /7*f'J'> >BM 
fl£12.5 ^g/mlOrM^mo i$ife500 ill^Ltl ml^JJDo ) 
[0 0 3 7] 

(f^UI&7j$fe) 

lEHTfc f^7^t^ (198 /z l/<7 i/l/) &A*L*:4 8^-7^ n 7° V- 

htftL (3 0 0 OJWJUa/^i^) . 3 7°C-Ci##L/io 2 Sfcfll 6 

LfctV^W^t Jgft+Ofcifrifcfletf 1 , OmM CttRR) , 0. 1 mM, 0. 5m 

M\ 1 mMWSKi X 7 K >M f;vx;v*^f v F (DMSO) 

[0 0 3 8] 

(It*) 

iBr**gE2 Ka^o MM (OmM) JtJJfiH^^^JnS***- «t oTfV F9-f htf* 

#ft L T v» * •b , /^9V'fy> ffiflnSP"? (2 7* > F 9 -f h <^#* j&Wfll $ ttT v> & i 
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